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Evaluation of soluble tumor necrosis factor (TNF) receptors 
and TNF receptor antibodies in patients with systemic lupus 
erythematodes, progressive systemic sclerosis, and mixed 
connective tissue disease. 

Heilig B, Fiehn C, Brockhaus M, Gallati H, Pezzutto A, Hunstein W. 

Medizinische Klinik und Poliklinik V, Universitat Heidelberg, Germany. 

Two TNF binding proteins have been characterized as soluble fragments of 
TNF receptors. We measured the plasma concentrations of soluble type A 
(p75) and type B (p55) TNF receptors in patients with systemic lupus 
erythematodes (SLE), progressive systemic sclerosis (PSS), and mixed 
connective tissue disease (MCTD). In SLE and PSS patients plasma 
concentrations of both types of TNF receptors and in MCTD patients type A 
TNF receptors were significantly elevated compared to controls. Plasma 
concentrations of both soluble TNF receptors were highly correlated in SLE, 
PSS, and MCTD patients, indicating a possible coregulation of both TNF 
receptors. In contrast, soluble interleukin 2 receptor (sCD 25) plasma 
concentrations were not correlated and seem to be an independent 
parameter. The soluble forms of the TNF receptors neutralize TNF in 
cytotoxicity assays and are functionally active as TNF antagonists. In one 
patient with SLE, autoantibodies against type A TNF receptors were 
detected, TNF alpha, and TNF beta did not interfere with the autoantibody 
binding to the receptor, 

PMID: 8245178 [PubMed - indexed for MEDLINE] 
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□ 1: Int Immunol. 1993 Oct;5(10): 1293-300. 
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The role of the 16/6 idiotype network in the induction and manifestations 
systemic lupus erythematosus. 

Waisman A, Mendlovic S, Ruiz PJ, Zinger H, Meshorer A, Mozes E. 

Department of Chemical Immunology, Weizmann Institute of Science, Rehovot, Israel. 

Experimental systemic lupus erythematosus (SLE) has been induced in mice by 
immunization with either a human anti-DNA mAb bearing a common idiotype (Id) 
designated 16/6 Id (antibody 1, Abl) or with a murine anti-16/6 Id mAb (Ab2). In the 
present study a murine mAb (5G12-4, Ab3) that bears the 16/6 Id and binds to DNA was 
produced and was found to bind rabbit anti-16/6 Id sera and murine anti-16/6 Id mAb 
similarly to the human mAb 16/6 Id (Abl). Moreover, mAb 5G12-4 was shown to share 
cell epitopes with the human 16/6 Id mAb, since lymph node cells of mice immunized w 
the mAb 5G12-4 proliferated significantly to the human 16/6 mAb and vice versa. 
Following immunization of mice with the murine mAb bearing the 1 6/6 Id, antibodies to 
dsDNA, ssDNA, 16/6 Id, anti-16/6 Id, and to HeLa nuclear extract proteins were detecte 
similarly to those observed previously upon immunization with Abl or Ab2. Six months 
following the immunization, the mice exhibited leukopenia, increased erythrocyte 
sedimentation rates, and proteinuria. Examination of the kidneys of the mice disclosed 
immune complex deposits, thickening of the Bowman's capsule and glomerular necrosis 
These results show the importance of the 16/6 Id network in the induction and progressio 
of SLE in mice. 

PMID: 8268135 [PubMed - indexed for MEDLINE] 
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Induction of experimental systemic lupus erythematosus in mice by 
immunization with the F(ab')2 fragment of the human anti-DNA 
monoclonal antibody carrying the 16/6 idiotype. 

Ruiz PJ, Zinger H, Mozes E. 

Department of Chemical Immunology, Weizmann Institute of Science, Rehovot, Israel. 

Induction of an experimental disease resembling murine systemic lupus erythematosus 
(SLE), has been achieved in mice by immunization with a human monoclonal anti-DNA 
antibody, bearing a common idiotype, designated 1 6/6 Id. In the present study we report 
the preparation of F(ab')2 proteolytic fragments of the human 16/6 Id mAb and the abilit 
of the latter to induce experimental-SLE in mice. Following immunization with the F(ab 
fragment, mice developed antibodies bearing the 16/6 Id, anti-16/6 Id and a variety of 
autoantibodies, similar to mice immunized with the whole 16/6 Id molecule. Serological 
manifestations of the disease such as leukopenia, proteinuria and renal damage, were 
developed following the immunization with the 16/6 Id F(ab')2 proteolytic fragments. 
These results demonstrate the pathogenic role of the F(ab')2 fragment that bears the 1 6/6 
Id. 

PMID: 7959907 [PubMed - indexed for MEDLINE] 
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